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Skin and Lungs
To investigate the proposed 
association between skin 
wrinkling, a marker of skin 
aging, and airflow obstruction, 
a marker of lung aging, and 
its relationship with smoking 
and genetic variants in genes 
relevant to extracellular matrix 
remodeling, Vierkötter and col-
leagues examined data from 
a population-based cohort of 
elderly women. Skin wrinkling 
was associated with increased 
lung aging and was not attribut-
able to smoking, and this asso-
ciation was most pronounced 
in carriers of certain variants of 
the matrix metalloproteinase 
1 or 3 genes, highlighting 
genetic polymorphisms that 
may be responsible for the 
underlying susceptibility to 
skin and lung aging.
See page 1268
The Element of 
Oxygen
Because oxidative stress has 
been proposed to be involved 
in hair loss, Upton and col-
leagues investigated the role of 
oxidative stress in androgenetic 
alopecia, the most common 
form of male hair loss. Indeed, 
environmental oxygen signifi-
cantly affected dermal papilla 
cell (DPC) morphology, migra-
tion, proliferation, senescence, 
and signaling. Interestingly, 
balding DPCs were more sen-
sitive to oxidative stress than 
occipital DPCs, and balding 
DPCs were protected from oxi-
dative stress under conditions 
of 2% oxygen, suggesting that 
oxidative stress in combination 
with androgen signaling may 
be important in androgenetic 
alopecia. See page 1244
Validation of a Six Pack
Identification of individuals at high risk for melanoma is 
important for both prevention and early detection. Olsen 
and colleagues evaluated the performance of six mela-
noma risk prediction tools using data from Australian 
melanoma patients and population-based controls. This 
analysis suggested that the sensitivity and specificity of 
these heterogeneous prediction models are relatively 
low in independent cohorts; however, the models gen-
erally discriminated between cases and controls. These 
findings highlight the need for calibration of the model 
in the target population as well as for validation of risk prediction tools and adoption 
of standardized measures of predictor variables for use in the clinical setting.
See page 1377
The Stress of Hair Loss
Kato and colleagues’ study of a Japanese woman 
with autosomal recessive monilethrix, exemplified 
by beaded hair shafts, pronounced hair fragility, 
and hair loss, revealed mutation of the desmoglein 
4 gene (DSG4). This frameshift mutation resulted in 
an aberrant truncated protein, yielding reduced lev-
els of nonfunctional DSG4. Furthermore, this mutat-
ed protein predominantly localized to the endo-
plasmic reticulum (ER) and was degraded via the ER-associated degradation pathway. 
Accumulation of this desmoglein mutant induced ER stress, which likely participated 
in the monilethrix pathogenesis. These findings offer new insight into the mechanism of 
ER stress-induced hair loss and suggest that managing ER stress is a potential treatment 
modality for such genetic hair diseases.
See page 1253
KID Talk
Mutations in connexins, such as Cx26, result in autosomal dominant 
genetic deafness coupled with defects in proliferation and differentiation 
of skin keratinocytes as part of keratitis–ichthyosis–deafness (KID) syn-
drome. García and colleagues demonstrated that Cx26 syndromic muta-
tions result in aberrant Cx–Cx interactions that cause exacerbated activity, 
including dysfunctional paracrine signaling and calcium overload. These 
findings suggest that KID syndrome involves keratinocyte homeostasis mis-
regulation as a result of formation of leaky heteromeric hemichannels and 
nonfunctional gap junction channels, supporting the use of hemichannel 
blockers as therapeutic agents for KID syndrome. 
See page 1338
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